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Outline

e Background (not covered in detail)

e Observations from Clinical Studies

— Time to onset for colorectal cancer and Cyclin
D1

RISk for endometrial cancer

Pathological observations of breast cancer In
HNPCC

 |Issues from clinical groups




Causes of Hereditary
Susceptibility to CRC

Sporadic
(65%—85)

—  Familial
(10%—30%)

Hereditary nonpolyposis
colorectal cancer (HNPCC)

(5%)

Rare CRC
syndromes
(<0.1%) \

Familial adenomatous
polyposis (FAP) (1%)

Adapted from Burt RW et al. Prevention and Early Detection of CRC, 1996




Most HNPCC alterations are from
germline mutations in mismatch
repair (MMR) genes:

hMLH1
hMSH2

hPMS1
hPMS2

hMSHG6




Tumorigenesis iIn HNPCC
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Accumulation of Mutations
(especially in mononucleotide repeats)

Tumorigenesis
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Genes Mutated iIn HNPCC









Existing Risk Models for
HNPCC



Descriptive Epidemiology of HNPCC



Human Pedigree Analysis
Resource - UTMDACC



Updating Pedigree Data



Data Collection






Modifying Factors



Participant Characteristics
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Differential Functions of
Transcript/Protein a and b
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X-ray Repair Cross-complementing
Group | (XRCC1)
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Pedigree of a CRC Patient With
Methylation at All Four Loci Tested



Kaplan-Meier estimated time to Endometrial Cancer
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Issues In Analysis from Clinical
Groups



